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Primate T-lymphotropic virus species comprise four 
members (HTLV-1 to -4) that have been discovered in 
human. Only the HTLV-1 infection leads to adult T-cell 
leukemia/lymphoma (ATLL). All the four viruses share a 
similar genomic organization and encode transforming 
Tax oncoproteins. In contrast to HTLV-2 and 4, HTLV- 
1 and 3 Tax proteins contain a PSD-95/Drosophila Discs 
Large/Zona Occludens-I (PDZ) binding motif at their 
C-terminal that has been shown to play crucial roles in 
the distinct transforming properties of the Tax proteins. 

Here, we used a collection of human full-length pro- 
tein-coding open reading frames (ORFeome v3.1) to 
identify novel PDZ domain containing proteins that spe- 
cifically interact with HTLV-1 Tax. Novel Tax interac- 
ted include syntenin-1 and -2, LNX2, DVL3, GIPC2, 
INTU, PDLIM4 and -7, RADIL and RGS3. These pro- 
teins are involved in diverse biological processes includ- 
ing cell division, cell fate determination, and cell 
survival. We further characterized interaction between 
Tax and syntenins and showed that, FJ9 a small mole- 
cule able to disrupt Tax/PDZ interactions, could antago- 
nize Tax- transformation activity in a Rat-1 model. 

Our study identify novel PDZ-containing proteins 
interacting with HTLV-1 Tax and provides the first 
example where Tax protein-protein interactions with 
PDZ containing proteins and Tax-transformation capa- 
city could be inhibited by a small molecule. 


Authors' details 

'interdisciplinary Cluster for Applied Genoproteomics (GIGA), University of 
Liege, Liege, Belgium, department of Chemical Biology and Therapeutics, 

'Interdisciplinary Cluster for Applied Genoproteomics (GIGA), University of 
Liege, Liege, Belgium 

Full list of author information is available at the end of the article 


St. Jude Children's Research Hospital, Memphis, Tennessee, USA. 
department of Human Genetics, Faculty of Medicine, University of Leuven, 
Leuven, Belgium. 

Published: 7 January 2014 


doi:1 0.1 1 86/1 742-4690-1 1 -SI -PI 04 

Cite this article as: Blibek et ah Inhibition of Tax transformation activity 
using a small molecule targeting Tax/PDZ domain interactions. 

Retrovirology 2014 11(Suppl 1):P104. 


Submit your next manuscript to BioMed Central 
and take full advantage of: 

• Convenient online submission 

• Thorough peer review 

• No space constraints or color figure charges 

• Immediate publication on acceptance 

• Inclusion in PubMed, CAS, Scopus and Google Scholar 

• Research which is freely available for redistribution 


Submit your manuscript at 
www.biomedcentral.com/submit 


BioMed Central 


o 


© 2014 Blibek et al; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons 
DiftlUlml C 'an-hr-al Attribution License (http://creativecommons.Org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in 
DIUIYKsU \_fcri llldl an y medium, provided the original work is properly cited. The Creative Commons Public Domain Dedication waiver (http:// 

creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated. 


